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LONTREL 205 Herbicide is o formulation containing:

. 2,héDichlorophenéxyacetic acid,,as alkanolamine salts

l»f% o (of the ethanol and isopropanol series) L e 32.2%
3,6-Dichloropicolinic acid, as alkanolamine salts v .
‘(of the ethanol sud isopropanol series) T 8.5%

2,4-D is an "old" chemical, and will not be reviewed separately.
3,6-Dichloropicolinic acid (LONTREL, Dowco 290) is a "new" pesticide. e
chemical, and is reviewed below separately and in the-formulation LONTREL 205.
FUP labeled for use in whest and barley. N i
CONCLUSIONS AND RECOMMENDATIONS: :

1. If the reviews of Chemistry Branch and Ecolcgical Effects Branch so
permit, the Experimental Use Permit may be granted. Toxicology data
on the formulation are adequate to issue this E.U.P.

2. The complete data were not submitted for the acute studies on technical
3,6~dichloropicolinic acid; only data summaries were submitted. The
complete data reports should be submitted for the following studies on
the technical chemical when the registration application is submitted:

a.  Acute Oral Toxicity of Dowco 290.

_b. Acute Dermal Toxicity of Doweo 290. (Systemic toxicity)
i c. Primary Skin Irritation of Dowco 290. '
F~———f d. Primary Eye Irritation of Dowco 290.

3. In sccordance with current policy, the dotn from the 3-generaticn
Beproduction Study in rats conducted by IBT should be audited by
the applicant and verified ss valid prior to registration of the
formulation. - IR T e

i, -Since only summaries and not complete data reports were submitted 2
for the acute studies on the new technical chemjcdl 3,6idichloropiCOh _
linic acid, these studies ¢annot-at present be classified in accordance
with CORE standards, and therefore are considered invalid.

, 5.' Labeling ghould vear sirpal, word DANGER, based on primary eye irritation.
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REVIEW OF DATA: -
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ACUTE URAL TOXICITY OF DOWCO 290 (96% technical 3,6-dichlorop§§olipi£%a§i§):,' .
. . . . . . e 8 o -

oy ’ A 1 =
LDs0 in rats = L300 mg/kg in females; greater thah 5000 mg/kgﬁinf ores (highest
dose€ tested)f Study invalid since only a summary report was submitted.

ACUTE ORAL TOXICITY OF LONIREL 205 Herbicide Formulation (M-3785):

D50 = 3730 mg/kg in males; 2830 me/kg in females. Toxicity Category III.

5 rats per Sex per dosage level were given 252, 500, 1000, 2000, or

3980 mg/kg of the formulation via single dose orsl gavage. The only signs
" of toxlcity noted otber than death were letharmy end increased derk secre-

tions around the nose and eye in some animals at the 2000 mg/kg leveles = .

‘This is a CORE Guidelines study.. I . B

ACUTE DERMAL TOXICITY OF DOWCO 290 (96% Technical Chemical):

LDs0o gfeater than 2000 mg/kg. TFour rabbits exposed to 2000 mg/kg as a
wet paste on the skin for 24 hours Survived.'~Study invalid since only
summary report was submitted. - R

ACUTE DERMAL TOXICITY OF LONTREL 205.Fbrmulation'(M—3785);

5 male and 2 female rabbits were exposed to 3980 mg/kg of formulation for
ol hours in an acute pcrcutaneous absorption test. All animals survived
with no signs of toxicity other than mild topical effects. CORE Minimum
data. Toxicity Caterory I1L,5eed SR S :

PRIMARY SKIN IRRITATION OF DOWCO 290: Prolonged skin contact with . =~ :
3,6-dichloropicolinic acid would likely result in slight redness and very
slight swelling. If the skin was sbraded or otherwise irritated, contact
might result in slight redness, very slight swelling, end a slight chemical
burn. Absorptlion through skin in-scutely toxic amounts is not likely to

. occur. Study invalid since only a summary report was submitted.

PRIMARY EYE IRRITATION OF DOWCO 290: Eye contact with undiluted 3,6-dichloro-
picolinic acid would likely result in moderate pain, severe conjunctival
inflammation, moderate jritis, and severe corneal injury resulting in '

. possible permanent impairment of vision if eyes are not promptly and
 thoroughly decontaminated. Study invalid since only a summary report

wos submitted. -

PRIMARY SKIN IRRITATION O} LONTREL 205 Formulation: The formulation was
applicd on 3 consecutive days to-the intoct and sbreded skin of 6 rabbits
in n skin irritation test. Slight'erythema resulted. Repeated application
to covered, abraded skin sites also produced slight edema and necrosis in -
come cases. CORE Guidelines Study.  Toxicity Category Ve = -

PRIMARY EYE IRRITATION OF LONTREL 205 Formulation: LONTREL 205 was instilled
‘into both eyes of 6 rabbits in an eye jrritation test. One eye was washed
after 30 seconds CXposSure. Corneal cloudiness without opacity and inflam-
" mation of the iris and conjunctival membranes were seen in all cases. The
eyes of 4 of the 6 robbits were normael by T days. Effects persisted in the
other two at 7 days. The washing procedure employed gid not modify the
response. CORE Minimm Study. Toxleity Category I, in absence of greater
detail in data reporh. ~ '
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ACUTE INHALATION STUDY OI LONIREL 205 Formulation: 5 male and“S,feﬁEléz";;
. were exposed to the aerosolized test formulation diluted'L‘par&?ﬁ@iﬁfharts
water in an ecute inhalation test. Exposure Yas for 1 hour.:zsfil I
survived and showed no signs of toxicity or irritation. The nominal con=-
~ centration of the aerosol was 5.03 mg/l with -over 99% of the particles
" 7.0 u in number length mean dismeter or smaller. No problem is anticipated
from a -single, short-term exposure to merosols of the LONTREL 205 ‘Herbicide.
_CORE Minimum Study. Toxicity Category IIL. ' ‘ : :

SUBCHRONIC TOXICITY OF 3,6-Dichloropicolinic Acid in Rats: A 9O0-day dietary.

' feeding study was conducted in male and femalec rats at dosage levels
adjusted to provide 0, 5, 15, 50, and 150 mg/kg body veight/day of
3,6-dichloropicolinic acid. Parameters evaluated were appearance, morg
body weight, food consumption, hematologic determinations, urinalyses, s
clinical chemistry, organ weights, organ to body weight ratios, and grqgé%b'
and histologicsl cxamination of tissues. No significant differences weie -
detected between rats receiving esny dose of_3,6-dichloropicolinic acid
and controls. The NEL in rate is 150 mg/kg or‘greater/day. ~CORE Mint
study. - ' ' ' '

180~DAY SUBCHRONIC TOXICITY STUDY 1N BEAGLE DOGS: Study conducted by Littofh”
_ Bionetics. Feeding of" 3,6-dichloropicolinic acid to beagle dogs st ‘
- dietary concentrations corresponding to intakes of 15, 50, and 150 mg/kg/day
. for a period of 180 doys feiled to " produce detectable evidence of toxic
effects. - The NEL in Bcagle dogs is 150'mg/kg or greater/day.‘ACORE Minimum
Study. . o S o ' , e :
TERATOLOGY: A study was conducted to evaluate the effect of 3,6-dichloro-
picolinic acid on the developing embryo and fetus of rabbits. In a
preliminary tolerance study in which the chemical ‘was administered by
oral gavare to nonpregnant female rabbits for 13 days, the maximum
tolerated dose level was determined to be 250 mg/kgf/day. In the teratology
study, bred New Zealand White rabbits were given 0, 110, and 250 mg/kg/day
on days 6-18 of gestation. Alterations in demeanor or other signs of .
toxicity were not observed among dams during or after treatment. Exam-
ination of fetuses delivered by cesarean section on day 29 of gestation
for external and internal (skin, tissue, and skeletal) malformations
revealed na evidence of toxicity to the developing embryo or fetus. Thus,
administration of 3,6-dichloropicolinic acid to pregnant rabbits at dose
jevels up to and including the maximum tolerated dose, 250 mg/kg/day was
nejther embryotoxic nor fetotoxic. A CORE Guidelines study.

METABOLISM: In order to study its metabolism, 1;‘C—labeled 3,6-dichloropicolinic
peid was sdministered as a single oral dosec of 10 mg/kg to male and female
rots. . 14Cc-3,6-dichloropicolinic ‘acid was ropidly and virtually completely

~ sbsorbed following oral administratidn{ "The compound was ultimately o
excreted from the body unchanged in:the urine, with 92.20% 3.55% of the
administered 1hc. exercted in the urine by 120 hours following administration.
Of this quantity of 1ic, 96.46% was excreted with a half-life of 3.05 hours
and the remainder with o half-life of 24,7 hours. A CURE Supplementary Study.
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THO-YEAR ONCOGENICITY AWD CHRONIC TOX ICITY FEEDING STUDY IN RATS:
: toxicologic'efjects were sssociated with ingedtion of 3,6-dich

olinic acid for two Yeors by Sprague~Dawley rats at dos€ 1evels.
5, 15, 50, and 150 mg/ke/doy. - A e

Based on the purameters cvalugted, which included body weights, food

. consumption, demeqnor, sﬁrvival, hematology, urinalysis, clinical chem-

jetries, orgon weights, and organ—thbody weight ratlos, the only finding

which may be related to the ingestion of 3,6—dichloropicolinic acid in the
diet was 8 trend toward 0 decrease in the mean body weight of female rais

at the high dose 1evel, 150 m/ke/day. NO grose pathologic OF nistopatho-

qlﬁf}fgulogic‘altegetions gttributable O the effect of jngesting the chemical in -

the diet for up to 4wo years were observed in any:of'the treated rats

examined. Incorporation in the diet aid not cause an‘increased'incidencevf;
of neoplasmSe. Thus, in this two-year gtudy in male and female rats, 3 %%?

3,6—dichloropicolinic pcld dig not nave a_carcinogenic or'an_oncogenic S L

 cffect. A CORE Minimun Study £

Y

1.8-MONTIL ONCOGENICTTY FEEDING crupY IN MICE: - Conducted bY piometric Testing,
'Inq.,~Englewood Cliffs,‘ﬂew_Jersey. ’ . ' .

The compound did not adversely affect body'weight, gurvival, o produce
any pathological changes that could ‘be casually,related 4o ibs admini-
stration when fed at levels of 35,,100; gnd 350 ppm for 13 weeks to
parents‘and for @ yeor and @ half to thelr offspring. A CORE Minimum

study.

_ An 18-month mouse 6ncology_study was run with 3,6-dichloropic61inic acid.ziﬂf

THREE GENERATION REPRODUCTICH guDY IN RATS: conducted by Industriel Bio-Test .
Laboratories, Inc. - .- . S A :

A 3—generationVreproduction study wes conducted employlng albino rats :
fed diets containing 0, % 15, or 50 mg of 3,6-dichloropicolinié acid per o
kg/déy. parental vody weights, body wveight gains, mortality, and behavior
were nob affected. Gross and microscopic puthologic studies revealed No -
deleterious findings among animals fed the compound . e

porameters of reproductivé performance, poﬁulation data and progeny
gurvival indices were not altered. A1l progeny were Judged to be free
of external anomalics and aisployed normal prowth and behavior.

CORE Minimum gtudy wnder the existing guidelincs. gince this 18 an IBT
study, the date oY subject tO audit or yerificatione. ‘ »

MUTAGEWICITY STUDIES: conducted bY bitﬁon pionctics, Inc. ALl these's;gdieé
meet Or exceed CORE Guldelines. - : - S T

e el

A CYTOGENETIC STUDY was conducted in.which 3,6—dichloropicolinic‘acid was -
' pdministered by gastric intubation to rats ab b, LO, and 400 mg kg.l“Bone'}
marrow cclls were cxami.ned at metaphase, and there were no significant

_pberrations of the ghromosomes gt any of the test dosages in both- the

pcute and,subacute gtudies.
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